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Role of proteoglycans in diseases: Regulation of cell behavior and maintenance
of tissue structure
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Versican (Vcan) is a large chondroitin sulfate proteoglycan in the
extracellular matrix (ECM). Here, we report that Vcan inhibits tumor growth. Local depletion of
stromal Vcan expression in Vcan<flox/flox> mice by infecting cre-expressing adenoviruses facilitates

growth of QRsP11l fibrosarcoma cells, which is observed as early as day 7, followed by tumor
angiogenesis as early as day 14. Loss of local Vcan decreases tumor stroma including fibroblasts and
dense collagen fibers, and alters localization of TGFbeta;. These results demonstrate that stromal
Vcan inhibits tumor growth by maintaining the ECM structure and TGFbeta-signaling. We also analyzed
Vcan<delta3/delta3> embryos, whose Vcan lacks the A subdomain of the Gl domain and exhibits less
hﬁaluronan—binding activity, and found that Vcan plays an important role in formation of dermis.
These results clearly demonstrate that Vcan contributes to ECM formation.
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